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[ABSTRACT] Aim To explore whether Na* -H* exchanger (NHE) modulated atherogenesis, we investigated the effects 
of cariporide, a selective inhibitor of Na* - H* exchanger, against atherogenesis in animal models induced by high fat plus high 
cholesterol (high h'pid) diet. Methods 22 healthy New Zealand rabbits were randomly divided into 3 groups: one group was 
fed normal chow ( n = 6) , another group was fed high lipid diet chow served as atherogenesis control U = 8), the third group fed 
high lipid diet chow plus orally cariporide (0. 1 mg/kg everyday) served as drug treated group ( n = 8) . The blood was drawn 
from the central ear artery to assay serum lipoprotein at the prior experiment and animal sacrifice. Animals were killed in tenth 
week; the samples of arteries, lives and hearts were taken for morphologic analysis. Results The uhrastructures of aortic ar- 
teries showas follows. In normal diet group, the vascular intima were smooth and intact. In high lipid diet model group, the 
intima were become rough and thicker. A lot of lipoid foam cells migrated to regions of intima and smooth muscle cells (SMC) 
which associated injuries of internal elastic lamina. In the cariporide treated group, above described vascular injuries were signif- 
icantly ameliorated, but it also was found that a few of foam cells scattered under intima of artery in a few cases (one rabbit) . 
TC and low density lipoprotein cholesterol ( IDLC) was significantly increased in both groups. Cariporide did not black increases 
of serum TC and IDLC levels. Conclusion Cariporide significantly decreased atherogenesis induced by hyperhpidemia. 
The actions of cariporide against atherogenesis were independent decreasing lipemia and mainly located in blood vessels and tissue. 
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Table 1 . A levels of serum TC.LDLC and HDLC in difference diet rabbits in tenth week. 



Groups 




TC (mmol/L) 


!J)1£ (mmol/L) 


HDLC (mmol/L) 


n 


0 week 


10 weeks 


0 week 


10 weeks 


0 week 


10 weeks 


Control 


6 


O.B9±0.06 

i 


0.91 ±0.01 


0.18±0.01 


0.23 ±0.01 


0.18±0.01 


0.23 ±0.01 


HLD 


8 


O.B8±0.07 


29.1 ± 1.5" 


0.23 ±0.01 


22.4±1.4* 


0.24±0.02 


22.4± 1.0* 


HLD + CP 


8 


0.90±0.Q5 


29.4±1.9" 


0.23±0.02 


22.6±1.2' 


0.23±0.06 


23.6* 1.1" 



: P < 0. OK compared with control group. The dute express * ± a , CP: cariporide, HLD: high lipid diet. 0 week = before high lipid diet , 
10 weeks = tenth week after high lipid diet. 
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Rgurel Photo of aortic Ultima viewed after stained with HE underling light microscopy. A: Cna» section of aortic artery (magafica- 
uon x 120) in normal diet ™hbit. B: Cross section of aortic artery (magnification, x 100) in high lipid diet rabbit. Tne intima become thicker and . lot of 
ft*, cell. were aoeurradaled under irrtima and intima bulgx! to ««] C: Croas section of aortic artery (magnified, x 120) in high lipid die, v,U, ca- 
riporide treatment rabbit. There vas a atyill bulge in the vassal intima.but imima was not thickened. 
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figure 2. Cross section of coronary artery after stained with 
HE ( x 120) in high lipid diet rabbits. There was a plague <rf ather- 
osclerosis in surface of intima and a lot of fuam cells were accumulated under 
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Figure 3 . "UltraStrUCture Of aortic ?u1ery in rabbits. A: Cross section of aortic artery { x 6 000) in normal diet rabbit. TV* endothelial cells were 
smooth and integrity. B: Cross section of aortic artery ( x 3 500) in High lipid diet rabbit. The endothelial cells were badly injured and there were a lot of 
foam cells with many lipide granules under intiroa and in rich SMC media. Internal elastic membrane suffered some destroys. C: Cross section of aortic artery ( X 
6 000) in high lipid diet with cariporide treatment rabbit. Trie intiroa appeared lightly swollen and there were a few lipid granules under endnthelia, internal elas- 
tic membrane and SMC were normal . 
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